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[W^M 2] ^nx^*7>^"/ ( P G ) I 2 T 3*— .X h OJfiL^fr^ii 

k x %> , m&g i mm.<r>&i&ma%*mmv>^ffii$ x 1 & \±^nno 

l»3££3] 7°n^^^^>y> (pg) I 2 T^-* h 

[»^4] Mfa&m&mmmmimmmikm (aso) , /*-*j*-m 

im^m 5 ] ynx^7>^> (PG) I2 73*-Xb^\ — <^ (I 
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Kb 3] 

(CH 2 ) p — CH=CH— <CH 2 ) q — 



(iii) 



a (CH 2 )— CH-(CH 2 ) r 
(CH 2 ) f ^„ Ov) | (C| 



AJ? H2,f **« AJ? h2)f 

R 1 liTfcf&liH^fctiC 1 ~4T^JH^it)U 
R 2 ii ( i ) TfcfcJ^ 
( i i) C l-8 7Wi, 

(iii) 7 x fett c 4 ~ 7 v ^ n 7;K;vi, 

( i v ) MS^i 1 1 10 £^tr 4-7 Mif^L 

(v) ^>-b*>li fcliC 4 ~ 7 v ^ 0 7;l/^;Vit'tt$tLtv^ C 1-47 

(v i) mmj%?-im*^t?4~~7 n%.m^wmztix^&c 1-47^1 

R 3 li ( i) C 1~8 7W^ 
(i i) 7x-;i/iJ/:(iC4~7v^n7;^;H > 
(iii) S*^l1i^#tr4 -7M#Sit 

( i v) sO-Vym-ZtzltC 4~7y^n7^;^T'i^tLmc 1 ~4 

( v ) mmm* 1 murk 4-7 jt#s&-caj&$ ttx c 1 ~ 4 r/i/*;H£* 

el±3~5«It^U f & 1 ~ 3 OH»£^*> U P *± 1 ~ 4 <£>^ife£^ 
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3/ 



Wb4]. 

B 




& ( i i i) 5fct± (iv) «*b$*i&3£-efc**fr£Kli- (CH 2 ) p -*3 
«t^=CH- (C H 2 ) s - { ^ ii^al ^inofif^fS^t U 
R2^i^R3^o^i^ li^t,3iOCl~4 7;i/^Vl, Cl-4T)Va 

1) (E) - [5- [2- [ 1 -7i^- 1 - (3 -tf 'J *^Vr*>T 
^t + y] -7, 8-S^n Knf7^ 1 - ;v ;f ^ £ 

2) (z) - [5- [2- *.=-)v- i- (3 -tf 1 ; ^^vt>t 

-7, Fnt7^1/> - l-^;vt+yfti^ 

[«f^7] yn^^^>v> (PG) i2 7^f^ N 

1) (±) - (1R, 2R, 3aS, 8 b S) -2, 3, 3a, 8b-ff7t 
Kn-2-tKn^>-i - [ (E) - (3 S, 4RS) -3-tKn^rv-4 

— 1 — ^-^"r > — 6 — <i ~)V\ - lH-y^n^>^ [b] ^?VV7 7 

2) 5- | (3aR, 4R, 6 a S) - 5 - \L Kn*->- 4 - [ (IE, 3 R) 

- 3 Kndrv- 3 - (4-7"ne^y^nA^y^) 7°D7°- 1 -x-;i/] 
-3, 3 a, 4, 5, 6, 6 a-^ft Koy^n^y^ [b] ifn — ;i/-2 

3) (5E)-5-[(3aS, 4R, 5R, 6aS)-4-[(lE, 3 S) 
-3 - %/ two *f-)\,- 3 -vi Kn^y7 p n7'-l-x^;v] - 5 - Kn^y 
MttFn^y^V>-2 (1H) -^f'Jfy] If jjfcfi 1 
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im&MS] ^^7>y> (PG) I2 7^fmn#i 

7nx^^7>y> (PG) I 2 7 5 SB 

t©-^ (I) tTTK^ ^L^) t^ryi £ l± C0^#ttmT- & & , 
8M10 SBftO&flfc&lRQo 

[fjf^l 2] (I) t^$Wt^yAf»i, 

1) (e) - [5- [2- [1-7x^-1- (3-if';v;v) *f)r>T 

sy*3rv] -7, 8-> ? t:Kot7^V>-l-'f;i/t^vSf, f 

2) (z) - [5- [2- [1-7x^-1- (3-e>;v;v) Jf^T 
^t^v] - 7, 8 - y t Kn 1 7 ^ 1/ > - 1 - ;u t ylffit^ 

wnmi 1 ssfto&maBH. 

[ff^l3] ynx^^ 7 >r/ (PG) 

1) (±) - (1R, 2R, 3aS, 8 b S) -2, 3, 3a, 8 b — r h 9 
Ka-2-tKn + y-l- [ (E) - (3 S, 4RS) -3-tFn^y-4 
-^f;V-l-t^f>'-6-'f-;V] -lH-v^tt^>? [b] ^>V*7 7 

2) 5- | (3 a R, 4R, 6aS) - 5 - \L Kn 3r v- 4 - [(IE, 3 R) 

- 3 - Kndf-v- 3 - (4 -ynkf;vv^n^^r->;v) 7"n7- 1 -a^— ;u] 
-3, 3 a, 4, 5, 6, 6 a-^ftKny^D^y^ [b] \£u-)V-2 

3) (5E) - 5- [ (3aS, 4R, 5R, 6aS) -4- [ (IE, 3S) 

- 3 - V^n^'/ffl/ - 3 - Kn^vyn^- 1 -j^— ;v] - 5 — t Kn^y 
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5/ 



AWKn^>^l/>-2 (1H) -4Vr>] so&>m.-?$>2>, l»^8 
75^ 1 0 flBttOfifflM&KSiJo 

i 5 ] 8 7iM i 3 1 Bm^#^i4M^j o M.mm^mi^m k 

im^m 1 6 ] IS^ 8 7bm 1 3 ElftO«M^«^*^«fi:tcJSM»:-^ 
[W^l 7] d6JflLtt»S»#**»«Stl&M®^^ (ASO) > ^-y^- 

[0 0 0 1] 
[0 0 0 2] 

S^IM^{±, ML KMu ffMu Milk #*J:tfM*#*ttiW]&, <M&*HJfe 

T&g£*t, ^o^o^fe^BgaMSUKlJR®^ (arteriosclerosis obliterans 
;&T> AS0^ffl&1"o ) > ^-v>-#j. ^FScSeafe'Crtfe, l&JfiL«l$$ 

[0 0 0 3] 
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[0 0 0 4] 

«i£. JflL^SS^ffl^JfiL/h^^W^ffl^WI-^ P G E 1 OMtrt^-^ v 

JfilWrt^^MfS^tTO-e § & V^m^ASOm^CT t IfiL^I*IJ£«i|?I 
(Vascular Endothelial Growth Factor ; J^IT, VEGFtW^~t 0 ) jtfeT"i3i 
DTO«ii?iiHT- (hepatocellular Growth Factor ; &T> HGFtH&-to ) it-fc 
lr<VTmmm.mZ^OM)ftft&^K£&mm^tem (Circulation., 21, 1114-1 
123 (1998) is J; t/Gene Therapy., £, 181-189 (2001) #Jft) ^J^JSffiStU & 

[0 0 0 5] 

*u ^g^tt-cv^ (is^<7)&^., m 1124-1130 (2ood#hs) 0 <t-ffimm 
K&^xi>^ &m.mom.m *t-f;w: -cs^ms nn;^ £ *l o^t^ nirfE 

mj&mizte^ imm, w>m&, ^xvmm^<omm^i>^o 

[0 0 0 6] 

— :/n7^^>v> (PG) I2lt T^* K>$£:*7*^~- KtiqWt 
^>^P t 3^^^i3V^TPGH2 <£ ^) ^^fi^m^M^^WX$>^ 0 

pg i 2 {«ie)T5i^l^JfiL/J^^ii*WJ0IJfpffl*{il:*^>^ jM^^ifpflC .Mfi£ 

[0 0 0 7] 

mz.tt, p g 1 2 7^x f t Lx^mxmmt^m?,-^ ( i ) 

*LMt^££f*^<^#|fe& (#^mi#M) Ji, tftL'bUmmXQM, JfiL/J^ 



ffiiE#2 003-3088740 



^ 2002-298079 ; 7/ 

, #5fl¥6-8 7 8 1 l-%mmx~m7f;ZtiT^2>-Z)K Jt^if^B^^Mi- 
[0 0 0 8] 

$tz, Diabetologia. , 4£, 1053-1061 (1997)T?(i. PGI 2ii^T^-&^ 
yy'uxh (Beraprost ; (+) - (1R, 2 R, 3aS, 8bS) -2, 3, 
3a, 8b-fh7tKn-2-tKn^y-i - [ (E) - (3 S, 4RS) 
- 4 -*?-)V- 6 _^ - ;V ,] _ x H- v^n^ 

[b] ^>y*77>-5-^>i- tf'J->Al;^MlW 

I^Wvfcllfcl] Diabetologia., 40, 1053-1061 (1997) 

1 ] #p?pp 6-8 7 8 ii ^mm 
t3*^*k ^liit HBbS: (i) -e^^tL^^^rvAgi^t^ti-e-^^tt 

[0 0 0 9] 

*f§9!#*>«;, PGI 2T:f-*K (I) T^^ti* 

[0 0 10] 
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[0 0 11] 
[0 0 12] 



(1) ^nx^7>^> (PG) I 2 7n'^x h 

(2) ^nx^7>y> (PG) I 2 7=J*-X h OjfiL^fr£te3IfM3K J: * 

(3) yn^^7>v> (PG) I 2 T * J. * &&Mfo\zMffi&&-t %> 

ztKxz, mm 1 7iM 2 iBm^^jittai#i^#<7)^i^*5 <t s ttft&ftu 

(4) UttR$K«^BBftttlbJR^b£ (AS0) , 'CrifrKS 

(5) ^n^^^-^>^^ (PG) I2 73*^h^ — jR^C (I) 
[0 0 13] 



[ft 5] 
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[0 0 14] 



[0 0 15] 

lite] 




[0 0 16] 

[0 0 17] 
lit 7] 

(CH 2 ) p — CH=CH— (CH 2 ) q - 
a (CH 2 )— CH-(CH 2 ) r — 

(m) Xi? Hz)f *** (iv> Xi? H2,f 

[0 0 18] 

R 1 li^aCJBK^fcttC l~4 7Wi^U 
R 2 li ( i ) **JDK?x 
( i i ) c 1 ~ 8 r;i/^;v*. 

(i i i) yx.-frmttz&C 4~7v^n7Wi, 

(iv) M*^11i£^tr4~7Mi£3it 

(v) ^>-*r>^t$£teC 4~ 7 y^n7;^;VSt*f^^tLtv^C 1-47 

(v i) i1@*#tf 4 -7M^-eem$ttrv^c i~4 r;v^r;v^ 

R 3 I± (i) c 1-8 7;^;^ 
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(i i) 7 x - ;H^;|± C 4 ~ 7 v ^ n 7 
(i i i) M«^HH*^tf4-7H#fl, 

( i v) ^-tf>3|Sfc»±C4~7 nr;i/^r ;Htf t^tLtv^ C 1~4 

(v) ajfJK^lflSr^tr 4 ~ 7M#^T-g^$ ttTV^ C 1-47^^ 

ett3~5<*>fiE&£^*>U f {±1 ~3 0lt^U p li 1 ~ 4 ?>3g&£^ 
*>U q(il £fcli2*^bU r {± 1 ~ 3 O^^r^-To fcfiU 
[0 0 19] 
[ft 8] 




[0 0 2 0] 

^ (i i i) tfzii (i v) *^b$*L*2|-T?$>*#£-fct±- (CH 2 ) 
i^CH- (CH 2 ) s -'*> M±.e>2Lt?zi±b<DtiLW.fcm&1r&i><otL, 

R2i3£TrR.3tp<Dm** im^hZm<OCl~AT)V^)Vm, C1~4T;V^ 

(6) — (I) ^£*L***^A^Mfr&*. 

1) (E) - [5- [2- [l-7x-;V-l- O-ey-W ^f'Jf>7 

z-*f-)V\ -7, 8 -y t Knf7^ 1 ->f £ 

tzii 

2) (Z) - [5- [2- [1-7x^)1/- 1 - O-tf^^/U) J*3-VT>T 

-7, 8 Knf7^ 1 ->T/i/***>Sf;8tT?£> 

(7) yn^^^yy'v (PG) I2 7^Xf^ 

1) (±) - (1R, 2R, 3aS, 8 b S) -2, 3, 3a, 8b-f>7^ 
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Kn-2-tKn^y-i- [ (E) - (3 S, 4RS) -3-U'D^y-4 
l-^-^x>-6-^^;^] -lH-y^D^>^ [b] ^>'/7 9 

2) 5- I (3 a R, 4R, 6aS) -5-HKn^y-4- [(IE, 3R) 
-3 — Kn^rv-3- (4 -7°n tf;i->^ D^^r^;^) yny-i-x;^] 
-3, 3 a, 4, 5, 6, 6 a -^-fr t: Kn i/? u^y ? [b] \£u~)V-2 

3) (5E) - 5- [ (3 a S, 4R, 5R, 6aS) -4 - [ (IE, 3 S) 
- 3 —i/jrwof-ji/— 3 — H Kn^y^n?*- 1 - 5 -b Kn^v 
^fkKD^>^l/>-2 (1H) -^Ut*^] iftmiTS 
m 4 BS*t0^ttR#l*#0?|&& J: XT/ 1 tz MftmU 

(8) ynx^^?>y> (PG) I 2 7^hmn^ttS?PK 

( 9 ) mm.®gmw.m<o=$vs& x xr/ 1 tz \t^m<otz & (omm s mmvnm^ 
mm, 

(11) 7nx^^7>y> (PG) l27^b^5Ef<^-^ ( 
I) 7?m$tt^^^vAM^*^li^-^Htt^7?*^. Ttm87a^l OfBtt 

(12) — *b$; (I) -e^$ttS^-^r'>ASIS#5&*, 

1) (E) - [5- [2- [l-7ac~;v-l- (3-^1;^) ^^., ; ^ >T 

jc^;v] -7, 8-ytKnf7^I/y-l-^;>t + y»E 4 

2) (Z) - [5- [2- [ 1 -7x^)1/- 1 - (3-evv;v) ^f'Jr/7 
^t^y] -7, 8 - yfc Knt7^vy- 1 -^f^t^rySitab 

twrsu lnnv&mmm, 

(13) 7nx^7>y> (PG) I2 7^b^ 

1) (±) - (1R, 2R, 3aS, 8 b S) -2, 3, 3a, 8b-th7ti 
Kn-2-tKD^y-i- [ (E) - (3S, 4RS) -3-kKa^>-4 
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l --Xtf-v- 6 — >f -m-v^n^^^ [b] ^>777 

2) 5- I (3aR, 4R, 6 a S) -5-tKn^y-4- [ (IE, 3 R) 
-3-tKndry-3- (4 -yn e^v^n^Jf-v;!') 

-3, 3 a, 4, 5, 6, 6 a-AHt Fny^n^>^ [b] fc?n-;i/-2 

3) (5E) - 5- [(3a S, 4R, 5R, 6aS) -4- [(IE, 3 S) 
-3-v^n^>^;lx-3-t KnJry^n7 p -l-x^;i/] -5-t: Kn^y 

Yu^y? u>-2 (1H) --P;t*>] >m-e$>&, ttimSTS 

(14) m^87^si z%m.<Dw^m&*^ifo$Lftt-tz>, ^M.'&.um-wm- 

(D^ffite x xf/ttz tex&mu 

(15) mm 8 7^jM i 3 SB^o^tt^jojflLWif^ii^ffl k i * > 1 
4 ga«odgjfiLi*i»si»*o^i»i5 x Tf/t tz\t^mn, 

(16) 8 jsm 1 3 flatto&smssy taummz.mmtst-^'t & zttzx 
tami 4 7bmi 5 ^<oAm.wmmmm^^ x if/ % tz itmmm^ & x 

(17) mamt%mmmmimmw<km (aso) , ^-v^-m, 

[0 0 2 1] 
[0 0 2 2] 

^>^;K ^*v;K *??-)U&&x Tf^frb^&forelo&e 

[0 0 2 3] 



tiiiE#2 003-3088740 



^ mm 2002-298079 ^ ^- v : 13/ 

[0 0 2 4] 

[0 0 2 5] 

{i\ r;v*;v^ r^*--^** t;v*~;i^ 7;vn^yi, r^^;v^-*3£ 

[0 0 2 6] 
[0 0 2 7] 

[0 0 2 8] 

[0 0 2 9] 
Mfcl 0] 

[0 0 3 0] 

[0 0 3 1] 
Utl 1] 

[0 0 3 2] 
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[0 0 3 3] 

Mb i 2 ] 

[0 0 3 4] 
[0 0 3 5] 
[0 0 3 6] 
[0 0 3 7] 

#3&9Mt£-&<ag|s#14:£fc WLl£, T)Vij V&m (% y b y 

/-;V7Ta >^*/-fl/TS (tKn^y^f;!/) ^f;V7r/ 

, U r;v^r->, n-^^v-d-^vtj 5 ^ttflnW (is 

7v;vft, vWyfi, $MBI8U ^^St^L * vgflffi, 

mm> ^^7||, ^V3>Mf) ^ft,*LS, 
[0 0 3 8] 

(±m) &mm., 7>*-fAi tarr/ffl, t#»l^WQti^i 

[0 0 3 9] 
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[0 0 4 0] 

*9MB!*»K # t L^mWtt LTti, /nx^^7^y> (PG) I27rf~ 
^ h^it»JI:^M^i: Lt^tt-S, MttlMf W^Kfci^/i 
£(iv6i^JW£ L<, ££>&c£F£ L< f±> -7 e n;*?^>>?> (PG) I2T 

[0 0 4 1] 

^i»#4\ -?ux9ir?v*j> (pg) I 2 r=r-* h LTti, 3&££t? 

fcfclfctlWSPG I 2 7^X h^4-#J!.ffi£*L&P G I 2 7 3*-7 b £1"^: 
[0 0 4 2] 

^Jx.(?> PGI27^hfcU> — «t5* (I) ^£*U>**vAit^#: 

[0 0 4 3] 

S&K-lfcS; (I) <K 
[0 0 4 4] 



[0 0 4 5] 

[0 0 4 6] 
Mfcl 4] 

„ (CH 2 )— 



[fti 3] 



B 





[0 0 4 7] 
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[0 0 4 8] 

-ttS: (I) R2ttT$ftL<fi. (i i i) 7.x^;l^f *zi±C4~ 
7y^o7iV^f^ ( i v ) mMW^im^isA-l (v) 

tzli (vi) g^T-l^^r-a-tf 4 ~7M#.^T-tt^$tLTv^C 1 ~4 T;v^r 
;i/^T?&*K L<ii. (i i i) 7x^;HJf;(iC4-7y^n7^ 

[0 0 4 9] 

-f£5£ (I) 4\ R3i:LtliHL<li, (i i) 7 fzitC 4 ~ 7 

•>^7w;n, (i i i) mmm^nm^ts- a~~ir%m, Uv) ^ 

•*?>W£fzl±C 4~7v?d7;h ;u*-t?SJ& ZtiT^Z C 1 ~ 4 T ;w * ;i/36, 
£fc{± (v) MHJiC^HSSr^-fr 4 ~ 7 M^lrgm^^TV^ C 1 ~4 T)V* 
;V*T^I9> #^£f£L<(i, (i i) 7x-;VSi/:(iC4-7v^D7^ 

ttzit (i i i) mmw^im*^$sA~~7 m^.wx^^> 0 

[0 0 5 0] 

it^mi : (E) - [5- [2- [1 -7^~;v- 1 - ( 3 - fcf 'J 

7*>-T$ J -7, 8 Knf7^ - 1 - ^f ;vt^rvi 

m 

[0 0 5 1] 

Wki 5] 




.COOH 



[0 0 5 2] 
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mm.2 002 



2 9 8 0 7 9 



^-v 5 : 17/ 



it^%2 I (Z) - [5- [2- [l-^i-^-l- (3_tTi;^;V) ptf-v> 
f>7 5yt^r'>] J.?- /I/] -7, 8 KDf7^ l/'/- 1 ->f ;V*^fvIf= 

m 

[0 0 5 3] 



O^COOH 

[0 0 5 4] 

[0 0 5 5] 

tfc, «!OPGI2 7^hkLT{i, (+) - (1R, 2R, 3aS, 8 
bS) -2, 3, 3a, 8 b-f f 7 t Kn-2 -t Kn^y- l - [ (e) - 

(3S, 4RS) -3-t Kn^ry-4-^f;v-l-t^f ^-6-^-^] 
-lH-v?n^>* [b] ^>y77>-5-^VH'fhV>Al, 5- 

I (3 aR, 4R, 6aS) -5-tKn*'>-4- [(IE, 3R) 
KnJev-3- (4-*7°nii e ;Vv^n^^rv;v) -fv-f- l - -3, 3 
a, 4, 5, 6, 6a-A4fliFDy^n^>^ [b] fcfn — 2 — <i )V] 
s<>?>m.- ^f;l/x^f;K *5J:£M5E)-5-[(3aS, 4R, 5R, 
6aS) -4- [ (IE, 3 S) -3-y^n^>f ;v-3-n Kn^y7"n7 
- 1 ;V] - 5 -t Kn^yA^tt Kn^>? 2 ( 1 H) -^'Jf 

[0 0 5 6] 

$fMt>^PGI273*-XKDH, 0flx.WT, -jfesS: (I) X~7FZtl2> 

fc&mowiT&xm*, #if 6-8 7 8 1 l-^wmm^mTFZtiT^&o wz.& 



lit l 6] 
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, (E) - [5- [2- [1-7x^-1- ^f'Jf>7< 
^t^fy] -7, 8-^t:Knt7^V>-l-^;^^ypt (ffrg- 

&1) H«!l2 (g) tcSB«$*LTV»* 0 
[0 0 5 7] 

Sfc, (z) - [5- [2- [1-7x^-1- ( 3 - vf >; s> ;v) *wr 

>7^t4y] xf)P] -7, 8-^tKnt7^l/>-l—f;i/t^ryftSI 
(At&m2) »±, H«U2 (f) fcIfflR3*fCV** 0 
[0 0 5 8] 

(±) - (1R, 2R, 3aS, 8 b S) -2, 3, 3a, 8b-f h9tK 
n-2-tFn^rv-i- [ (E) - (3 S, 4RS) -3-tKn^>-4- 
l-^-^x>-6 ;V] -lH-/^n^>^ [b] ^>V77> 

- 5 -r* • * h y ^AttojBt^fttt, #ranB6 2-13478 7-^ia 

[0 0 5 9] 

.5- { (3aR, 4 R, 6aS) -5-bKn + y-4- [ (IE, 3R) - 
3-fcKn^v-3- (4-^nif;Vv^n^^v;i/) 7n7- 1 - 
3, 3 a, 4, 5, 6, 6 a-^tt Knv^n^v^ [b] tfn-;u-2- 
-OV] ^f-^x^f^WSMffiii, #HSBS6 1 -3 0 5 1 

[0 0 6 0] 

(5E) - 5- [ (3 a S, 4R, 5R, 6aS) -4- [ (IE, 3 S) - 
3 -i/fuso^)]/- 3 - 1: Kn^y^ny- 1 -x^jV] - 5 - Kn^yA 
WKn^^i/>-2 (1H) ->f'jr>] ^v^>Sfc<^Kit^i*»i> #HS 
BS 5 4 - 1 3 0 5 4 3^WIB*fc£i|ftS*vCV»;& 0 
[0 0 6 1] 

PGI 2 7^xf (Miif, — (I) ^£ ftMb-S^ Sfcti 
# (H«14»JRl3MkiE (ASO) „ 7F£5&$fe'C^ JEiJfiL 
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^ #M 2002-298079 ^ ^-v I 19/ 

[0 0 6 2] 

PGi27^f — 1« (i) xmzfr&tt&mttz&zmm 

[0 0 6 3] 

^flU ifrS&fr*, &#2f&, ^MBfF^KJ: 
**, J&A— A*§fc«K l ng^l 0 0 m g <7>$£B-e— 0 — 

®frt>%k.®mn& j 3-zrL2>fr. tfzam.A-Amtz'o, o. i ng 

frh 5 omg^isfflT— b— mfrhwm, -MK-mfrhwm, ttzit~^M^ 

[0 0 6 4] 

o 

[0 0 6 5] 

P G I 2 7^ h (00*. If, —«b£ (I) -C^ £ thZit-^m £ ti^-<7)^# 

KfflStew^j:^ *ftp«#fl5fcie>©ttjw*i, nmn, §m> tarn, mxmm 

[0 0 6 6] 
[0 0 6 7] 

£ <o x ? & mm mm® k & x z> t o t & t± -e *^jt -e o 

S^JiMSJ flUiB-fe/l'n 
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[0 0 6 8] 

SMEW, IMfc&k ti^k W**!U ^S'k ##»U *Wiffl**£*LTV>Tfe 
[0 0 6 9] 

^□^<0^*O^ffl^J^J^tC(i, Ktf#k *V-AS!) 

[0 0 7 0] 

/^5f^ix^f/l/, ^r7'J>fx^rJK tl/^|x^fi^) > 
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#12 0 0 2 -2 9 8 0 7 9 ^ ^-v : 21/ 

30 , R<b7K^« (Mcy-t 1 ; >\ frfey-ty:^ ffi^yvv, 11^77^ 

#y xf l/>y-'; rr-;K ? u =f~- n,4£) % flggpfti (t7'>i 
[0 0 7 1] 

[0 0 7 2] 

^ iiMtIfim^*x;K iiS7;i/3-^ £MbfcS8B> #-«t;v=j-;i/ (7°nt c 
l^^y > 1, 3-7*fl/>^'jn-jvf) , Hi7;vn-;v (2-^ 

^y^f^y-iK 4r^y-;v#) „ ?l/fb$ij (sK'J t^yxfV>7;K;Vx- 

[0 0 7 3] 
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Lx$k&zti2> 0 m^mm t & & v > t* & $ *lt v> & ^ ^ t> s if *l * 

[0 0 7 4] 

fr&o ^itMmmm^M^^iimnmm^fix^^i><D^hmifft^ 0 mz. 

%m*^A,x^xi> j;v> 0 - 

[0 0 7 5] 

, t>tottzlt*:tl&±<Qim.®Z^ T)Vu-)V (a^/-; K ^y^t^ 
[0 0 7 6] 

y y -^a, ^,i>it h y * a * & v> j± * jogg^ j: ^ ^5S^j^^fcv>r 

^ iVi o ^"/V-«IO»Bt^rfe»± % 2,868,691 J: 

,095,355 #K#L<SBlft$*LTV>* 0 Sfc, x; vOltfU £ LT fe#*jftv» 0 
[0 0 7 7] 
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/^^Hk #y v)i"<- h 8 o (s»isiR) m > «»fl:5W, SMEW, ftffift 

[0 0 7 8] 
[0 0 7 9] 

<Dmsi*&fct tzim<Dmmi~mffi Lxmm-tz zti>x%&o 

[0 0 8 0] 
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^-v^I 24/ 



^Tfit^Blt^^T & «fc V> 0 
[0 0 8 1] 

[0 0 8 2] 
[0 0 8 3] 
[0 0 8 4] 

^ffl«G)lPJ R^tta#i«»» (Tfv^ftS ^77^ff-) 

o 

[0 0 8 5] 
[0 0 8 6] 

* (i) x-TFZix&it&Mttzit^mm&m., ^-fu^vm) *mmm^<m 

[0 0 8 7] 
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^-vl 25/ 



S*U* J: <, -€-o«i]H|R5fe3*ifcv\. Mx.(i\ ^t£&lt#J 
[0 0 8 8] 

[0 0 8 9] 

^ y v v rfgfeis i 0*?Lm- ^'J3- ;vm*fi^^^f ^>*U C *t h it 1 tt 
[0 0 9 0] 

0 0 0fcv>L&8 0 0, 0 0 0©^«U<> £ L< (i&5, 000 

fcv»U&2 0 0, 0 0 0-e^^o Will #D?LSifc33V>t\ •e<7)fii 2 F^?- 
*H*b5, 0 0 0^«b*t 1 0 0, 0 0 0<Di><Dl)m£L^o •£bKUtL<lt$) 
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6, ooo^so, ooom #y*LB**±, a#&ftlO«ai*j*^^o 

mt <Dm.miti*%) 100/0^^50/50 (w/w) *««f 2 t < , 9 0 
/io*e>5o/5o (w/w) lv> 0 n -^m^m-a-^M 

¥*&^f*t±#& 5, 0 0 0^^1 0 0, 000 lA\> $ £> K#f 3: L < ti 

&10, ooo*?>8o, 0 0 0 tJbie ai-^y 3-^1^*111, g# 

[0 0 9 1] 

G P C ) "CiiJ^ LtztfVXT-l' > Jfe#O^F* Iv^„ 
[0 0 9 2] 

I 2 7^b — <S5S; (I) ^SsftMt^Sfcli^OgBWfeaU 

* ? T*i, Mx.f^^31fStt%K^LT^0.2^v^Ll 0, 0 0 0^ («*Jfc 
) oitT?fflv>t>tL, $f$ Kl^l^Ll, 00 Of* (MiJfc) , S'bKSff 
L<tt$jl fcv*Ll 00^ (Mttfc) Oltfflv^<o^.tv^ 
[0 0 9 3] 

(1) 7Kff£*fc& (o/wfe) *^»w^v»Tli, if4#:|*l^ittl^»<7)|t 
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^tiaotr^^ -M^(i^j0.01~ltl8 0% (v/w) ^<bS^tL^>o # 
it< ti^JO. 7 0 % (v/w) > $ h izftt L < lift 1-^6 0 % (v/w) X 

[0 0 9 4] 

£ O J; iTlffjti^M^ittl^t^tllMMffi^ P G I 2 T 

(^ix.{?> — ji^ (i) x^ztizik^mttzte^o^mn^ 

l^^)tSWI*OlSi: LT, ^0.001%-^ 9 0% (w/w) , 
L<(i^0.01%~|^8 0% (w/w) . L<{i^0.3-3 0% (w/w) t? 

[0 0 9 5] 

it—^^itmmim^mim-mi o, o o o^ksi^&o ?f>cifii 
^2^~it5, o o omfrbmt$tL& 0 s&Kifrt t< «\ m5m~-m2, 
o o oig^Mfm&o Hufami^7X^*tc?ub^j^inx.-c^.tv^ %umi*s 

— ^fitJK^E&o/w^v^va y^^X^h &<DX$> till fit fix i> £v> 0 ?L 

1%~~&J2 0% (w/w) XJb&o £<b tffl b< f±^0.01%~ltJl 0% (w/w) , 
L< te*<j0.05%~&j5% (w/w) -e&&o 
[0 0 9 6] 
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^-vl 28/ 



ffiWm, * * v» ttv y * ;* * - ? -mx*ffiW L # £> #EE *> L < life* K 

Mt-?o iOi 9 t: L t|# ti/: v ^ n ^ 7 x 7 (il^f fe* ^> v> (iM I 
XWQLLti&* 7^^n^7x7^Il:#fU(/^Ij|WPGI 2 7^ 
h (I) ^3frMt^£;fc*i*0#*tt«. ^^^n^h 

tms/o/w^:J:»)^^n^7x7*»j|Lt*.J:v» 0 

(2) m.mmm~ ii}v^^nx7x7^sM^i^:i±> ^rt^ta-* 

^ftfcPGI27^h (Mx.if> — *b£ (I) -C^ $ flMt^m ttzt*^<D 

m.mm KW&imm^mmmmt las*-^ ^^7x7 stsiki- 

*o 7X;vtU(±, r^yX;H, JBE^X/i/gL EHSt^ X * g^ri** & 

Itftt)^ , 70nx7x7li, ^S^fctLlfSniaU MEE^-ev-f ^n77 
x7tp^MilOi*^ J: t)^^^ 0 
[0 0 9 7] 

7 -r ;u a »j 1 mtt^ntm^m.^ t p g i 2 7 * h (#d «r 

, -05* (I) T-TjkZtiz t tz it *<D3m&^ ^77"n^hf) 
i&m^mffiLfz^ iRfiKBU 7 ;v t Ifc t ^li^^lftti^ 

SitPGr2 7^ f (wiif, — «^ (i) -c^$tL*<b^*^t±^-o* 
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[0 0 9 8] 

WWt, ^V? Hfc, 7>T;ua^ * y -A^Eag 

[0 0 9 9] 

fcfcO, ^^vni^IMih'J^V^'J K $^y*-;V8 12f) fc* 

n^tfc l r M&mmm tLxmw> x* § & airau t -r £ « 

[0 10 0] 

— *!l 3 0 0 ^mO|Effl7&^f<>,tt^ 0 L< ti\ #& 1 — 1 5 0;«m, ZhK&t 
t < 2 ~ 1 0 0 ^mOlEHOflTST^^o ##&WOE*&Jj&|&t±, tfTfB 

[0 10 1] 

^77n7h <Dftm*mWL&*m U £#ft5HPM££-£-%<7>®^ IB£*fc t'K 
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^-v : 30/ 



jfiLtiittSI* «3K is it a JfiLf fr& ti&itaj fcUfflv^CH J fi«5o 
[0 10 2] 

^©Il^O^ili, PGI 2 7^ h (0iUfi\ -«55; (I) 

> lHS«9 0i£#Si:LT, J&A (frS5 0kg) ^7c*K tW^LtMOO 
lmg^^j 5 0 Omgo #f2 L < (i^JO.Olmg^^ 5 Omg£ HH^^L3*^l: 1 H] 

[0 10 3] 
[^l«!l] 

famm*.m&vzm<pm& (in vitro) 
jflLWif^^ v h (*«cjfe5i»*i«s:^%fcii ; jE-£ n > $ ^ftiifrtM t ie 

Wf£*v HC#**r&JliL«f&*ffl«»*«fflL, 37t\ 5%-m^m-95%^ 

at, mmw^r^mu &&m&tefemffxm%mwk-i2iD*mm i>tz 0 ) 

m-tZZblzZ*), &V^MzWim*miiaLtz (0.5 mL/well) <, ^3S0§$&3, 

aS^TOilsi^jfeRti. fc&fett. DMSO 0.1%, ffc^l 10-9, 10-8i3 .ttflO-? m 
ol/U VEGF-A 0.1, lis «fc TflO ng/mL, HGF 0.1, 1*3 XXflO ng/mLt U 

o IHffiii, Chalkley Grid (7V v KWX, 

BRV >Xkzmm LChalkley Grid<0 7 > ^ A fc 
o^**«>>h-*-*CfctwJ:i}«Bg^Jfi*ffMliiL*: (WflTfrifciiJ Pathol., 1 
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77, 275-283 (1995) #flg t fc) o * ^ > h (± 1 Vx-)V$>fz 12*BffrV\ ^c05fD 
[0 10 4] 

ftlttt, tt-^1 ( (E) - [5- [2- [1-7x^-1- 
(3 - fcf'j ^-f-'; t-'^T^ y ^^v] -7, 8-ytKnt7^ 

V > - 1 - vft^) li. y^f;VX;P7*^y K (DMSO) fc&Jjl LT, 

10-4, 10-5i3j;^10-6 mol/U§?fc£ili£^ ^*^-ei/1000^tC#^LT^ffl L 

fco 

[0 10 5] 

VEGF-A (Vascular endothelial growth factor-A) fi, #^^*5^?±OjfiL 
Wff^^v b o-;^1^7 MC-^t tL^VEGF2 /U g/mL^^^#^T'#|RLT^ 

[0 10 6] 

HGF (Human hepatocyte growth factor) R&D system1±-7^3'>^^:^ 
f>tAb fcHGF5 ^ g/niLiK * JW*-e#3R L Tfcffl L fc„ 

[0 10 7] 
[0 10 8] 

ik&ty) 1 (il0-8i3 i 1^10-7 mol/L^^^T^cft^^^^^^f^^^BL 
tzo ttz, VEGF-Ai3 iD^HGF^lO ng/^mm^mm^^MLtZo &±<D1& 

$kfrh, it^-m 1 tit hjfii^rt^wi: t: vmmmm%<7)&mm<Dmi~&^xm 
immm-eb %> vegf-a-^hgf k ^Mct & £ ojfin^^stfpffi c: t & 
mt>frt%-otzo 
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jjfl 1 

'fjiLf-^'j (mr, plga«iei-&) (*°y ?Lm : 

n-;^m=i : i , m*¥^^*4o, ooo> plgas-u mitsui toatsu c 

HEMICALS) lOOrngMb^tfl (5mg) <OV?vu * ? y (lmL) M^lSL/io T 
Ktf^3- y^T, m^mt, MARK II 2.5M) £ffiV>T\ 5, 000rpmT^f# L/cO. 1 
%#y lf-;VT;Vn-;v 9 ^ -r^ ^*^1±) 7 jc*#?W (pH3.0, 1N*^~ 

y*n%iZ-&, m%*mti^ttz'ik, T&>b&-n& (b±l, ospr-22) zm^x, 3 
,ooon>mxio^m^i^mLtzo ±m*$£%, mmm^ (35mD -e3*£, 

^3«f£fflv>T, 3,000rpmT^0frW^I>#iltL/Co ±?*£|5fc£, 0.2%Tween 
80?fc (35mL) Xfrmk, M^M^m^X, 3,000rpm-ei0^F^^i:^IL7to 
±Vit£l&£> &MmM s g7k (35mL) Xfrmk, mxf^l^m^m^X, 3,000r 

i^lM 2 

# y ^ v 3 - (&t\ plga^ b&ibi- & ) y ?LSt : y y 

n-;«=l : 1 (^^%) , S*^53^»20,000, PLGA5020. Jtt*jMamx*I* 
5$£*t) lOOrngMfc^tU (5mg) ^nn^> (lmL) mWiZMWkLtZo * 

«U*m#^ror-feh-hy;w?&«*iinx.T. ®^fML, »»Lfe e 

iStf^t^l 1 ^til:5|j|?g[#^ n T 7 (HPLC) -e$j5£u ^ 
[0 10 9] 

«je-^r*/a»Jio** * x 100 



ffiSE# 2003-3088740 



2002-298079 A *; ; 33/ 



WJ^Jl^v^^n^-7iT»J«70.9%O$tX^t s ^>l9, fiftlffl 
2 O v >f * o X 7 jc TWW ttlOOXOJtXSfr^-C* o fco 
»aJlflBHM2 (in vitro iJ 'J z^j) 

»Mff 1 S i If 2 fiSLfcv^ * 7 * 7»M t LXIQOju g/mL 

K&*£?K0.2%Treen80 1/15M pH6.8 'J ^flfcfttfifcfcJnilT, g^it*' 
^fyni:tJil-(:^Hf; c lml/f o^HK/Jvfrtf LT^E9tt, 37T? ®?S 
«KA*Lfco Ml«rtt>^J >^Srff o-C12,000rpmt?5^WiS^«| 
U i^ilffcffc? nv h ^7 7 — (HPLC) Ciot^Uy ^<7)v^^DX7i 

[0 110] 

ffiMffll 1 "CtMS ^nx7x TttW(0«f*«r H 2 ftftlffll 2 T?»H6 L 

£^*n*7^r»Jofe^£|lI3 tC^-To 
[0 111] 

[0112] 

5" >^J»»»JIR«r*l*U, AS0=E-7*;w=HERLfco ft»2aiW^JCLaser D 
oppler Imager (Moor Instruments) &m^XimL<OJtiLmM*fflfe U JflL^ico^p 
ttttaWSJWfcfcaj:} 6« (n=5) fcSWttfco 
[0 113] 

»«-»tfiHJ:o*m«t«riaiiBniia, tt4Ek a£*a«rtiE«5jco.i miysite 

. 2site&}$k%!lMZffifaft&^l,fz 0 mZ&^TUfrbmmm^Laser Dopple 
r Imager (Moor Instruments) ?:ffi^TM<7)jfilit^I^ U ^ffiJS. C£J£) 

[0 114] 
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(Control) & ! 
0. 2 w/v% Tween 80vt?& (0. 2mL) 0 
#'J^- (Polymer) & : 

m$\miX-fiimLtz#i)%m-yV 3--n/K*S^*0.2 w/v% Tween 80?§«[ 
(0.2mL) KJKSLfco £*5n 1? Wt-^V 3-/Hl*l^oiii, 
IMS (lmg) lC#^tL^fitIffID-eS>^o 

l (lmg) m : 

ffc-g^Jl (lmg) &0.2 w/v% Tween 80?#?£ (0.2mL) KBMLtZo 
fl^trlMS (O.Olmg) » : 

lb^ 1 ri% Olmg^t *l& , 1 T*M3tLfcW ^n^7x71ia2w/ 

v% Tween 80vM (0.2mL) b'MffiLfZo 

i ms (o. lmg) m : 

tt&Va i m. lmg^-t ti& , «J$l i -esus Lfc v -f * n * -7 * r «J *o. 2 w/v 

% Tween 80?§f£ (0.2mL) KJKiSLfco 

-fb^iMS (lmg) n: 

4b^nrinmg^$*L&, WW«lT?«Htt^v^^n^7iT*»!l*0.2 w/v% 
Tween 80?#?£ (0.2mL) KIKiSLfco 
[0 115] 
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Control 


67.3±5.1 


Polymer 


68.7±4.1 


tt&m 1 (1mg) 


76.2 ±2.8**** 


fc£^lMS(0.01mg) 


74.0±7.1 


1 MS (0.1mg) 


78.3+4.6**** 


1 MS (1mg) 


89.0 ±4.4**™ 



**: significant difference from Control at p<0.01 (Student's t-test) 
^significant difference from Polymer at p<0.01 (Student's t-test) 
$$:significant difference from it-fr^ 1 (1mg) at p<0.01 (Student's t-test) 

[0 116] 

[»*] 

(lmg) O^O^-C^ControHcML, ^ti&lMfi^ilim^JI "b*L 

7t^ 5 \ i^vod77x7 (ms) s^J ifcta^ 1 

(lmg) KJfcU $fet***JllLa*Efc«6** s Bie)e>*tfc 0 
[0 117] 

> fl^tflMS (O.lmg) *5 J: 1 MS (lmg) H*5V>-CI±^fjft*JllL«lE*3fc#aj 

[0 118] 

o 

[® 3 ] m&m 2 -en* l*: w ^^7x rajawo y y - ^mws*«r^-r 
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1/ 
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ik&tfa 1 VEGF-A 
(mol/L) (ng/mL) 
*p<0.05*5j;TJ«**p<0.01 vs 
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(ng/mL) 
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[HI 2] 
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[Mc] ^n^^^7>y> (PG) I 2 73'^ K ifeli/n^^^7>y 

(p g) 1 2 7^x h *ttirz&ffi&m}<D!kmmm&mftmiz£2>mifn. 

imm**<o : ?vs}s£V t /'ttei*t&im. &£V-7ux?y<7>i;> (pg) i 
27^ h zttrt&nsmwMo 

yn^^^9>y> ( P G ) I27^h (iJfiLWff^ii^ffl fcfi"*- 

*ot\ maa.®.m^mm ^mmmmtm. (aso) , /^-s^-^ M&mm 
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#ffPtliM<7)#-^ #12 0 0 2- 2 9 8 0 7 9 

£tt#-t 50201531812 

ffi^f ^Hfi^±j^ 0 0 9 4 

ffr&B ¥^14^1011 ia 



[iiffiB] ¥$14^103100 



mum 2003-3088740 



#12 002-298079 



ffi I A i I If S 

[000185983] 
ISH^B 0 1 9 9 0^ 9 J! 2B 

ft Bf *E*Jfr;«7iT4>:&E5t#*HT2Tg l#5-*!- 

ft £ /hgp«B n «x^^:^tt 
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